





















































































































































mL/min/1.73 m?; n=82), or severe (GFR <30 and >15 mL/min/1.73 m?; n=4) renal impairment
compared to patients with normal renal function (GFR >90 mL/min/1.73 m?; n=350) in population
PK analyses. No clinically important differences in the CL of ipilimumab were found between
patients with renal impairment and patients with normal renal function [see Use in Specific
Populations (8.6)].

Hepatic Impairment: The effect of hepatic impairment on the CL of ipilimumab was evaluated in
patients with mild hepatic impairment (n=76) compared to patients with normal hepatic function
(n=708) in the population PK analyses, and no clinically important differences in the CL of
ipilimumab were found. YERVOY has not been studied in patients with moderate or severe hepatic
impairment [see Use in Specific Populations (8.7)].

Pediatric Population: [see Use in Specific Populations (8.4)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of ipilimumab has not been evaluated in long-term animal studies, and
the genotoxic potential of ipilimumab has not been evaluated.

Fertility studies have not been performed with ipilimumab.

14 CLINICAL STUDIES

14.1 Unresectable or Metastatic Melanoma

The safety and efficacy of YERVOY were investigated in a randomized (3:1:1), double-blind,
double-dummy trial (MDX010-20, NCT00094653) that included 676 randomized patients with
unresectable or metastatic melanoma previously treated with one or more of the following:
aldesleukin, dacarbazine, temozolomide, fotemustine, or carboplatin. Of these 676 patients, 403
were randomized to receive YERVOY at 3 mg/kg in combination with an investigational peptide
vaccine with incomplete Freund’s adjuvant (gp100), 137 were randomized to receive YERVOY
at 3 mg/kg, and 136 were randomized to receive gpl00 as a single agent. The trial enrolled only
patients with HLA-A2*0201 genotype; this HLA genotype facilitates the immune presentation of
the investigational peptide vaccine. The trial excluded patients with active autoimmune disease or
those receiving systemic immunosuppression for organ transplantation. YERVOY/placebo was
administered at 3 mg/kg as an intravenous infusion every 3 weeks for 4 doses. Gp100/placebo was
administered at a dose of 2 mg peptide by deep subcutaneous injection every 3 weeks for 4 doses.
Assessment of tumor response was conducted at weeks 12 and 24, and every 3 months thereafter.
Patients with evidence of objective tumor response at 12 or 24 weeks had assessment for
confirmation of durability of response at 16 or 28 weeks, respectively.
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Figure 1: Overall Survival
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The best overall response rate (BORR) as assessed by the investigator was 5.7% (95% CI: 3.7%,
8.4%) in the YERVOY plus gp100 arm, 10.9% (95% CI: 6.3%, 17.4%) in the YERVOY arm, and
1.5% (95% CI: 0.2%, 5.2%) in the gp100 arm. The median duration of response was 11.5 months
in the YERVOY plus gp100 arm and has not been reached in the YERVOY or gp100 arm.

14.2 Adjuvant Treatment of Melanoma

The safety and efficacy of YERVOY for the adjuvant treatment of melanoma were investigated in
CA184-029 (NCTO00636168), a randomized (1:1), double-blind, placebo-controlled trial in
patients with resected Stage I1IA (>1 mm nodal involvement), I11B, and 111C (with no in-transit
metastases) histologically confirmed cutaneous melanoma. Patients were randomized to receive
YERVOY 10 mg/kg or placebo as an intravenous infusion every 3 weeks for 4 doses, followed by
YERVOY 10 mg/kg or placebo every 12 weeks from Week 24 to Week 156 (3 years) or until
documented disease recurrence or unacceptable toxicity. Enrollment required complete resection
of melanoma with full lymphadenectomy within 12 weeks prior to randomization. Patients with
prior therapy for melanoma, autoimmune disease, and prior or concomitant use of
immunosuppressive agents were ineligible. Randomization was stratified by stage according to
American Joint Committee on Cancer (AJCC) 2002 classification (Stage I1IA >1 mm nodal
involvement, Stage 111B, Stage I1IC with 1 to 3 involved lymph nodes, and Stage I1IC with >4
involved lymph nodes) and by region (North America, Europe, and Australia). The major efficacy
outcome measures were independent review committee (IRC)-assessed recurrence-free survival
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(RFS), defined as the time between the date of randomization and the earliest date of first
recurrence (local, regional, or distant metastasis) or death, and overall survival. Tumor assessment
was conducted every 12 weeks for the first 3 years then every 24 weeks until distant recurrence.

Among 951 patients enrolled, 475 were randomized to receive YERVOY and 476 to placebo.
Median age was 51 years old (range: 18 to 84), 62% were male, 99% were white, 94% had ECOG
performance status of 0. With regard to disease stage, 20% had Stage I1A with lymph nodes
>1 mm, 44% had Stage I11B, and 36% had Stage I11C (with no in-transit metastases). Other disease
characteristics of the trial population were: clinically palpable lymph nodes (58%), 2 or more
positive lymph nodes (54%), and ulcerated primary lesions (42%).

The efficacy results are in Table 18 and in Figure 2.

Table 18: Efficacy Results in CA184-029
YERVOY Placebo
N=475 N=476
Recurrence-Free Survival
Number of Events, n (%) 234 (49%) 294 (62%)
Recurrence 220 289
Death 14 5
Median (months) 26 17
(95% CI) (19, 39) (13, 22)
Hazard Ratio 0.75
(95% ClI) (0.64, 0.90)
p-value (stratified log-rank?) p<0.002

Overall Survival

Number of Events, n (%)

Death 162 (34%) 214 (45%)
Hazard Ratio 0.72

(95% CI) (0.58, 0.88)

p-value (stratified log-rank?) p<0.002

2 Stratified by disease stage.

54

Reference ID: 4614238



Figure 2:

14.3

CHECKMATE-214 (NCT02231749) was a randomized (1:1), open-label study in patients with
previously untreated advanced RCC. Patients were included regardless of their PD-L1 status.
CHECKMATE-214 excluded patients with any history of or concurrent brain metastases, active
autoimmune disease, or medical conditions requiring systemic immunosuppression. Patients were
stratified by International Metastatic RCC Database Consortium (IMDC) prognostic score and
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Patients were randomized to nivolumab 3 mg/kg plus YERVOY 1 mg/kg (n=425) administered
intravenously every 3 weeks for 4 doses followed by nivolumab monotherapy 3 mg/kg every two
weeks or to sunitinib (n=422) administered orally 50 mg daily for 4 weeks followed by 2 weeks
off, every cycle. Treatment continued until disease progression or unacceptable toxicity.

The median age was 61 years (range: 21 to 85) with 38% >65 years of age and 8% >75 years of
age. The majority of patients were male (73%) and white (87%) and 26% and 74% of patients had
a baseline KPS of 70% to 80% and 90% to 100%, respectively.

The major efficacy outcome measures were OS, PFS (IRRC-assessed), and confirmed ORR
(IRRC-assessed) in intermediate/poor-risk patients. In this population, the trial demonstrated
statistically significant improvement in OS and ORR for patients randomized to nivolumab plus
YERVOY as compared with sunitinib (Table 19 and Figure 3). OS benefit was observed regardless
of PD-L1 expression level. The trial did not demonstrate a statistically significant improvement in
PFS.

The efficacy results from CHECKMATE-214 are presented in Table 19 and Figure 3.

Table 19: Efficacy Results - CHECKMATE-214
Intermediate/Poor Risk
Nivolumab plus YERVOY Sunitinib
(n=425) (n=422)
Overall Survival
Deaths (%) 140 (32.9) 188 (44.5)
Median survival (months) NE 25.9
Hazard ratio (99.8% CI)? 0.63 (0.44, 0.89)
p-value®® <0.0001
Confirmed Objective Response Rate (95% CI) 41.6% (36.9, 46.5) ‘ 26.5% (22.4, 31.0)
p—valued'e <0.0001
Complete Response (CR) 40 (9.4) 5(1.2)
Partial Response (PR) 137 (32.2) 107 (25.4)
Median duration of response in months (95% CI) NE (21.8, NE) 18.2 (14.8, NE)
Progression-free Survival
Disease progression or death (%) 228 (53.6) 228 (54.0)
Median (months) 11.6 8.4
Hazard ratio (99.1% CI)2 0.82 (0.64, 1.05)
p-valueb NS
2 Based on a stratified proportional hazards model.
b Based on a stratified log-rank test.
¢ p-value is compared to alpha 0.002 in order to achieve statistical significance.
9 Based on the stratified DerSimonian-Laird test.
e

p-value is compared to alpha 0.001 in order to achieve statistical significance.
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f Not Significant at alpha level of 0.009

Figure 3:  Overall Survival (Intermediate/Poor-Risk Population) - CHECKMATE-214
1.0

0.91
0.81
0.7
0.6
0.51
0.4-
0.31
0.2

Probability of Overall Survival

—~— QOPDIVO + ipilimumab
017 —-o—- Sunitinib
0.0-

I LI I L I L I LI | LI I L | L | LI | T 1 | LI | 1 |
0 3 6 9 12 15 18 20 24 27 30 33

_ _ Overall Survival (Months)
Number of Subjects at Risk

OPDIVO + ipilimumab

425 399 372 348 332 318 300 241 119 44 2 0
Sunitinib

422 387 352 315 288 253 225 179 89 34 3 0

CHECKMATE-214 also randomized 249 favorable risk patients as per IMDC criteria to
nivolumab plus YERVOY (n=125) or to sunitinib (n=124). These patients were not evaluated as
part of the efficacy analysis population. OS in favorable risk patients receiving nivolumab plus
YERVOY compared to sunitinib has a hazard ratio of 1.45 (95% CI: 0.75, 2.81). The efficacy of
nivolumab plus YERVOY in previously untreated renal cell carcinoma with favorable risk disease
has not been established.

14.4 Microsatellite Instability-High (MSI-H) or Mismatch Repair
Deficient (dMMR) Metastatic Colorectal Cancer

CHECKMATE-142 (NCT02060188) was a multicenter, non-randomized, multiple parallel-
cohort, open-label study conducted in patients with locally determined dMMR or MSI-H
metastatic CRC (mCRC) who had disease progression during or after prior treatment with
fluoropyrimidine-, oxaliplatin-, or irinotecan-based chemotherapy. Key eligibility criteria were at
least one prior line of treatment for metastatic disease, ECOG PS 0 or 1, and absence of the
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following: active brain metastases, active autoimmune disease, or medical conditions requiring
systemic immunosuppression.

Patients enrolled in the YERVOY and nivolumab MSI-H mCRC cohort received YERVOY 1
mg/kg and nivolumab 3 mg/kg IV every 3 weeks for 4 doses, followed by nivolumab 3 mg/kg 1V
as a single agent every 2 weeks.

Tumor assessments were conducted every 6 weeks for the first 24 weeks and every 12 weeks
thereafter. Efficacy outcome measures were overall response rate (ORR) as assessed by
independent radiographic review committee (IRRC) using Response Evaluation Criteria in Solid
Tumors (RECIST v1.1) and duration of response (DOR).

A total of 119 patients were enrolled in the YERVOY plus nivolumab cohort. The median age was
58 years (range: 21 to 88), with 32% >65 years of age and 9% >75 years of age; 59% were male
and 92% were white. Baseline ECOG PS was 0 (45%) or 1 (55%), and 29% were reported to have
Lynch Syndrome. Across the cohort, 69% received prior treatment with a fluoropyrimidine,
oxaliplatin, and irinotecan; 10%, 40%, 24%, and 15% received 1, 2, 3, or >4 prior lines of therapy
for metastatic disease, respectively, and 29% had received an anti-EGFR antibody.

Efficacy results are shown in Table 20.

Table 20: Efficacy Results in CHECKMATE-142
YERVOY plus Nivolumab
MSI-H/dMMR Cohort
All Patients Prior Treatment
(n=119) (Fluoropyrimidine, Oxaliplatin, and Irinotecan)
(n=82)

IRRC Overall Response 58 (49%) 38 (46%)
Rate; n (%)

(95% CI)? (39, 58) (35, 58)

Complete Response (%) 5 (4.2%) 3 (3.7%)

Partial Response (%) 53 (45%) 35 (43%)
Duration of Response

Proportion with >6 83% 89%

months response duration

Proportion with >12° 19% 21%

months response duration

@ Estimated using the Clopper-Pearson method.

In the monotherapy cohort, 55% of the 20 patients with ongoing responses were followed for less than 12 months from the
date of onset of response. In the combination cohort, 78% of the 51 patients with ongoing responses were followed for less
than 12 months from the date of onset of response.

14.5 Hepatocellular Carcinoma

CHECKMATE-040 (NCTO01658878) was a multicenter, multiple cohort, open-label trial
conducted in patients with HCC who progressed on or were intolerant to sorafenib. Additional
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eligibility criteria included histologic confirmation of HCC and Child-Pugh Class A cirrhosis. The
trial excluded patients with active autoimmune disease, brain metastasis, a history of hepatic
encephalopathy, clinically significant ascites, infection with HIV, or active co-infection with
hepatitis B virus (HBV) and hepatitis C virus (HCV) or HBV and hepatitis D virus (HDV);
however, patients with only active HBV or HCV were eligible.

The efficacy of YERVOY 3 mg/kg in combination with nivolumab 1 mg/kg was evaluated in
Cohort 4 of CHECKMATE-040. A total of 49 patients received the combination regimen, which
was administered every 3 weeks for four doses, followed by single-agent nivolumab at 240 mg
every 2 weeks until disease progression or unacceptable toxicity.

The median age was 60 years (range: 18 to 80); 88% were male; 74% were Asian, and 25% were
White. Baseline ECOG performance status was 0 (61%) or 1 (39%). Fifty-seven percent (57%) of
patients had active HBV infection, 8% had active HCV infection, and 35% had no evidence of
active HBV or HCV. The etiology for HCC was alcoholic liver disease in 16% and non-alcoholic
liver disease in 6% of patients. Child-Pugh class and score was A5 for 82% and A6 for 18%; 80%
of patients had extrahepatic spread; 35% had vascular invasion; and 51% had alfa-fetoprotein
(AFP) levels >400 pg/L. Prior treatment history included surgery (74%), radiotherapy (29%), or
local treatment (59%). All patients had received prior sorafenib, of whom 10% were unable to
tolerate sorafenib; 29% of patients had received 2 or more prior systemic therapies.

Efficacy results are shown in Table 21.

Table 21: Efficacy Results - Cohort 4 of CHECKMATE-040

YERVOY and Nivolumab
(Cohort 4)
(n=49)
Overall Response Rate per BICR,% n (%), RECIST v1.1 16 (33%)
(95% CI)° (20, 48)
Complete response 4 (8%)
Partial response 12 (24%)
Duration of Response per BICR, RECIST v1.1 n=16
Range (months) 4.6, 30.5+
Percent with duration >6 months 88%
Percent with duration >12 months 56%
Percent with duration >24 months 31%
Overall Response Rate per BICR,2 n (%), mRECIST 17 (35%)
(95% CI)° (22, 50)
Complete response 6 (12%)
Partial response 11 (22%)

& Confirmed by BICR.

b Confidence interval is based on the Clopper and Pearson method.
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14.6 Metastatic Non-Small Cell Lung Cancer

First-line Treatment of Metastatic Non-Small Cell Lung Cancer (NSCLC) Expressing PD-L1
(=1%): In Combination with Nivolumab

CHECKMATE-227 (NCT02477826) was a randomized, open-label, multi-part trial in patients
with metastatic or recurrent NSCLC. The study included patients (18 years of age or older) with
histologically confirmed Stage IV or recurrent NSCLC (per the 7th International Association for
the Study of Lung Cancer [ASLC] classification), ECOG performance status 0 or 1, and no prior
anticancer therapy. Patients were enrolled regardless of their tumor PD-L1 status. Patients with
known EGFR mutations or ALK translocations sensitive to available targeted inhibitor therapy,
untreated brain metastases, carcinomatous meningitis, active autoimmune disease, or medical
conditions requiring systemic immunosuppression were excluded from the study. Patients with
treated brain metastases were eligible if neurologically returned to baseline at least 2 weeks prior
to enrolment, and either off corticosteroids, or on a stable or decreasing dose of <10 mg daily
prednisone equivalents.

Primary efficacy results were based on Part 1a of the study, which was limited to patients with
PD-L1 tumor expression >1%. Tumor specimens were evaluated prospectively using the PD-L1
IHC 28-8 pharmDx assay at a central laboratory. Randomization was stratified by tumor histology
(non-squamous versus squamous). The evaluation of efficacy relied on the comparison between:

e YERVOY 1 mg/kg administered intravenously over 30 minutes every 6 weeks in combination
with nivolumab 3 mg/kg administered intravenously over 30 minutes every 2 weeks; or

e Platinum-doublet chemotherapy

Chemotherapy regimens consisted of pemetrexed (500 mg/m?) and cisplatin (75 mg/m?) or

pemetrexed (500 mg/m?) and carboplatin (AUC 5 or 6) for non-squamous NSCLC or gemcitabine

(1000 or 1250 mg/m?) and cisplatin (75 mg/m?) or gemcitabine (1000 mg/m?) and carboplatin
(AUC 5) (gemcitabine was administered on Days 1 and 8 of each cycle) for squamous NSCLC.

Study treatment continued until disease progression, unacceptable toxicity, or for up to 24 months.
Treatment continued beyond disease progression if a patient was clinically stable and was
considered to be deriving clinical benefit by the investigator. Patients who discontinued
combination therapy because of an adverse event attributed to YERVOY were permitted to
continue nivolumab as a single agent. Tumor assessments were performed every 6 weeks from the
first dose of study treatment for the first 12 months, then every 12 weeks until disease progression
or study treatment was discontinued. The primary efficacy outcome measure was OS. Additional
efficacy outcome measures included PFS, ORR, and duration of response as assessed by BICR.
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In Part 1a, a total of 793 patients were randomized to receive either YERVOY in combination with
nivolumab (n=396) or platinum-doublet chemotherapy (n=397). The median age was 64 years
(range: 26 to 87) with 49% of patients >65 years and 10% of patients >75 years, 76% White, and
65% male. Baseline ECOG performance status was 0 (34%) or 1 (65%), 50% with PD-L1 >50%,
29% with squamous and 71% with non-squamous histology, 10% had brain metastases, and 85%
were former/current smokers.

The study demonstrated a statistically significant improvement in OS for PD-L1 >1% patients
randomized to the YERVOY and nivolumab arm compared to platinum-doublet chemotherapy
arm. The OS results are presented in Table 22 and Figure 4.

Table 22: Efficacy Results (PD-L1 >1%) - CHECKMATE-227 Part 1la

YERVOY and Nivolumab
(n=396)

Platinum-Doublet Chemotherapy
(n=397)

Overall Survival

Events (%)

258 (65%)

298 (75%)

Median (months)? 17.1 14.9
(95% CI) (15, 20.1) (12.7, 16.7)

Hazard ratio (95% CI)° 0.79 (0.67, 0.94)

Stratified log-rank p-value 0.0066

@ Kaplan-Meier estimate.
b Based on a stratified Cox proportional hazard model.
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Figure 4: Overall Survival (PD-L1 >1%) - CHECKMATE-227
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BICR-assessed PFS showed a HR of 0.82 (95% CI: 0.69, 0.97), with a median PFS of 5.1 months
(95% CI: 4.1, 6.3) in the YERVOY and nivolumab arm and 5.6 months (95% ClI: 4.6, 5.8) in the
platinum-doublet chemotherapy arm. The BICR-assessed confirmed ORR was 36% (95% CI: 31,
41) in the YERVOY and nivolumab arm and 30% (95% CI: 26, 35) in the platinum-doublet
chemotherapy arm. Median duration of response observed in the YERVOY and nivolumab arm
was 23.2 months and 6.2 months in the platinum-doublet chemotherapy arm.

First-line Treatment of Metastatic or Recurrent NSCLC: In Combination with Nivolumab and
Platinum-Doublet Chemotherapy

CHECKMATE-9LA (NCT03215706) was a randomized, open-label trial in patients with
metastatic or recurrent NSCLC. The trial included patients (18 years of age or older) with
histologically confirmed Stage IV or recurrent NSCLC (per the 7th International Association for
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the Study of Lung Cancer classification [IASLC]), ECOG performance status 0 or 1, and no prior
anticancer therapy (including EGFR and ALK inhibitors) for metastatic disease. Patients were
enrolled regardless of their tumor PD-L1 status. Patients with known EGFR mutations or ALK
translocations sensitive to available targeted inhibitor therapy, untreated brain metastases,
carcinomatous meningitis, active autoimmune disease, or medical conditions requiring systemic
immunosuppression were excluded from the study. Patients with stable brain metastases were
eligible for enrollment.

Patients were randomized 1:1 to receive either:

e YERVOY 1 mg/kg administered intravenously over 30 minutes every 6 weeks, nivolumab
360 mg administered intravenously over 30 minutes every 3 weeks, and platinum-doublet
chemotherapy administered intravenously every 3 weeks for 2 cycles, or

e platinum-doublet chemotherapy administered every 3 weeks for 4 cycles.

Platinum-doublet chemotherapy consisted of either carboplatin (AUC 5 or 6) and pemetrexed
500 mg/mg?, or cisplatin 75 mg/m? and pemetrexed 500 mg/m? for non-squamous NSCLC; or

carboplatin (AUC 6) and paclitaxel 200 mg/m? for squamous NSCLC. Patients with non-squamous
NSCLC in the control arm could receive optional pemetrexed maintenance therapy. Stratification
factors for randomization were tumor PD-L1 expression level (>1% versus <1% or
non-quantifiable), histology (squamous versus non-squamous), and sex (male versus female).
Study treatment continued until disease progression, unacceptable toxicity, or for up to 2 years.
Treatment could continue beyond disease progression if a patient was clinically stable and was
considered to be deriving clinical benefit by the investigator. Patients who discontinued
combination therapy because of an adverse reaction attributed to YERVOY were permitted to
continue nivolumab as a single agent as part of the study. Tumor assessments were performed
every 6 weeks from the first dose of study treatment for the first 12 months, then every 12 weeks
until disease progression or study treatment was discontinued. The primary efficacy outcome
measure was OS. Additional efficacy outcome measures included PFS, ORR, and duration of
response as assessed by BICR.

A total of 719 patients were randomized to receive either YERVOY in combination with
nivolumab and platinum-doublet chemotherapy (n=361) or platinum-doublet chemotherapy
(n=358). The median age was 65 years (range: 26 to 86) with 51% of patients >65 years and 10% of
patients >75 years. The majority of patients were White (89%) and male (70%). Baseline ECOG
performance status was 0 (31%) or 1 (68%), 57% had tumors with PD-L1 expression >1% and
37% had tumors with PD-L1 expression that was <1%, 32% had tumors with squamous histology
and 68% had tumors with non-squamous histology, 17% had CNS metastases, and 86% were
former or current smokers.
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The study demonstrated a statistically significant benefit in OS, PFS, and ORR. Efficacy results
from the prespecified interim analysis when 351 events were observed (87% of the planned

number of events for final analysis) are presented in Table 23.

Table 23: Efficacy Results - CHECKMATE-9LA

YERVOY and Nivolumab and .
. Platinum-Doublet
Platinum-Doublet
Chemotherapy
Chemotherapy (n=358)
(n=361) B
Overall Survival

Events (%) 156 (43.2) 195 (54.5)
Median (months) 14.1 10.7

(95% CI) (13.2,16.2) (9.5, 12.5)

Hazard ratio (96.71% CI)?

0.69 (0.55, 0.87)

Stratified log-rank p-value®

0.0006

Progression-free Survival per BICR

Events (%) 232 (64.3) \ 249 (69.6)
Hazard ratio (97.48% CI)? 0.70 (0.57, 0.86)
Stratified log-rank p-value® 0.0001
Median (months)d 6.8 5.0
(95% CI) (5.6,7.7) (4.3,5.6)
Overall Response Rate per BICR (%) 38 25
(95% Cl)e (33,43) (21, 30)
Stratified CMH test p-valuef 0.0003
Duration of Response per BICR
Median (months) 10.0 5.1
(95% Cl)¢ (8.2,13.0) (4.3,7.0)

Kaplan-Meier estimate.

- ® o o o o

Based on a stratified Cox proportional hazard model.
p-value is compared with the allocated alpha of 0.033 for this interim analysis.
p-value is compared with the allocated alpha of 0.0252 for this interim analysis.

Confidence interval based on the Clopper and Pearson Method.
p-value is compared with the allocated alpha of 0.025 for this interim analysis.

With an additional 4.6 months of follow-up the hazard ratio for overall survival was 0.66 (95%
Cl: 0.55, 0.80) and median survival was 15.6 months (95% CI: 13.9, 20.0) and 10.9 months (95%
Cl: 9.5, 12.5) for patients receiving YERVOY and nivolumab and platinum-doublet chemotherapy
or platinum-doublet chemotherapy, respectively (Figure 5).
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Figure 5: Overall Survival - CHECKMATE-9LA
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16 HOW SUPPLIED/STORAGE AND HANDLING

YERVOY (ipilimumab) Injection is available as follows:

Carton Contents NDC
One 50 mg vial (5 mg/mL), single-use vial NDC 0003-2327-11
One 200 mg vial (5 mg/mL), single-use vial NDC 0003-2328-22

Store YERVOY under refrigeration at 2°C to 8°C (36°F to 46°F). Protect YERVOY from light by
storing in the original carton until time of use. Do not freeze or shake.
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17

PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Immune-Mediated Adverse Reactions

Inform patients of the risk of immune-mediated adverse reactions that may require corticosteroid
treatment and withholding or discontinuation of YERVOY, including:

Enterocolitis/Colitis: Advise patients to contact their healthcare provider immediately for
diarrhea or severe abdominal pain [see Warnings and Precautions (5.1)].

Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice,
severe nausea or vomiting, pain on the right side of abdomen, lethargy, or easy bruising or
bleeding [see Warnings and Precautions (5.2)].

Skin Adverse Reactions: Advise patients to contact their healthcare provider immediately
for rash [see Warnings and Precautions (5.3)].

Neuropathies: Advise patients to contact their healthcare provider immediately for
neuropathies [see Warnings and Precautions (5.4)].

Endocrinopathies: Advise patients to contact their healthcare provider immediately for
signs or symptoms of hypophysitis, adrenal insufficiency, hypothyroidism,
hyperthyroidism, and diabetes mellitus [see Warnings and Precautions (5.5)].

Pneumonitis: Advise patients to contact their healthcare provider immediately for any new
or worsening cough, chest pain, or shortness of breath [see Warnings and Precautions

(5.6)].

Nephritis and Renal Dysfunction: Advise patients to contact their healthcare provider
immediately for signs or symptoms of nephritis including decreased urine output, blood in
urine, swelling in ankles, loss of appetite, and any other symptoms of renal dysfunction
[see Warnings and Precautions (5.7)].

Encephalitis: Advise patients to contact their healthcare provider immediately for
neurological signs or symptoms of encephalitis [see Warnings and Precautions (5.8)].

Infusion Reactions

Advise patients of the potential risk of infusion reaction [see Warnings and Precautions

(5.9)].

Females of Reproductive Potential

Reference ID: 4614238

Advise female patients that YERVOY can cause fetal harm. Advise females of
reproductive potential to use effective contraception during treatment with YERVOY and
for 3 months after the last dose [see Use in Specific Populations (8.3)].

Advise female patients to contact their healthcare provider with a known or suspected
pregnancy. Advise females who may have been exposed to YERVOY during pregnancy to
contact Bristol-Myers Squibb at 1-800-721-5072 [see Warnings and Precautions (5.11)
and Use in Specific Populations (8.1, 8.3)]. Advise patients that there is a Pregnancy Safety
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Surveillance Study that monitors pregnancy outcomes in women exposed to YERVOY
during pregnancy, and they can be enrolled by calling 1-844-593-7869 [see Use in Specific
Populations (8.1)].

Lactation

e Advise women not to breastfeed during treatment with YERVOY and for 3 months after
the last dose [see Use in Specific Populations (8.2)].

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

U.S. License No. 1713

[print code]
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MEDICATION GUIDE
YERVOY® (yur-voi)
(ipilimumab)
injection

Read this Medication Guide before you start receiving YERVOY and before each infusion. There may be new
information. If your healthcare provider prescribes YERVOY in combination with nivolumab, also read the Medication
Guide that comes with nivolumab. This Medication Guide does not take the place of talking with your healthcare provider
about your medical condition or your treatment.

What is the most important information | should know about YERVOY?

YERVOQY can cause serious side effects in many parts of your body which can lead to death. These problems may
happen anytime during treatment with YERVOY or after you have completed treatment. Some of these problems may
happen more often when YERVOY is used in combination with nivolumab.

Call your healthcare provider right away if you develop any of these signs or symptoms or they get worse. Do
not try to treat symptoms yourself.

Intestinal problems (colitis) that can cause tears or holes (perforation) in the intestines. Signs and symptoms of
colitis may include:

¢ diarrhea (loose stools) or more bowel movements than usual

e mucus or blood in your stools

o dark, tarry, sticky stools

e stomach pain (abdominal pain) or tenderness

e you may or may not have fever

Liver problems (hepatitis) that can lead to liver failure. Signs and symptoms of hepatitis may include:

¢ yellowing of your skin or the whites of your eyes e pain on the right side of your stomach

e dark urine (tea colored) e bleeding or bruise more easily than normal

e nausea or vomiting e decreased energy

Skin problems that can lead to severe skin reaction. Signs and symptoms of severe skin reactions may include:
e skin rash with or without itching e sores in your mouth e your skin blisters or peels

Nerve problems that can lead to paralysis. Symptoms of nerve problems may include:

e unusual weakness of legs, arms, or face e numbness or tingling in hands or feet

Hormone gland problems (especially the pituitary, adrenal, and thyroid glands). Signs and symptoms that your
glands are not working properly may include:

e persistent or unusual headaches e changes in mood or behavior such as decreased sex
e unusual sluggishness drive, irritability, or forgetfulness

o feeling cold all the time e dizziness or fainting

e weight gain

Lung problems (pneumonitis). Symptoms of pneumonitis may include:

e new or worsening cough e chest pain e shortness of breath

Kidney problems, including nephritis and kidney failure. Signs of kidney problems may include:

e decrease in the amount of urine o swelling in your ankles

e Dblood in your urine e loss of appetite

Inflammation of the brain (encephalitis). Signs and symptoms of encephalitis may include:

e headache e sleepiness

o fever e seeing or hearing things that are not really there
e tiredness or weakness (hallucinations)

e confusion e seizures

e memory problems o stiff neck

Eye problems. Symptoms may include:
e blurry vision, double vision, or other vision problems

eye pain or redness
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Getting medical treatment right away may keep the problem from becoming more serious.

Your healthcare provider will check you for these problems during treatment with YERVOY. Your healthcare provider
may treat you with corticosteroid medicines. Your healthcare provider may need to delay or completely stop treatment
with YERVOY if you have severe side effects.

What is YERVOY?
YERVOY is a prescription medicine used:
e to treat a kind of skin cancer called melanoma. YERVOY may be used:
o0 in adults and children 12 years of age and older when melanoma has spread or cannot be removed by surgery

o0 to help prevent melanoma from coming back after it and lymph nodes that contain cancer have been removed by
surgery

e in people with kidney cancer (renal cell carcinoma). YERVOY may be used in combination with nivolumab in
certain people when their cancer has spread.

e in adults and children 12 years of age and older, with a type of colon or rectal cancer (colorectal cancer).
o0 YERVOY in combination with nivolumab may be used when your colon or rectal cancer:

= has spread to other parts of the body (metastatic).
= is microsatellite stability-high (MSI-H) or mismatch repair deficient (dMMR), and
= You have tried treatment with a fluoropyrimidine, oxaliplatin, and irinotecan, and it did not work or is no longer
working.
e in people with liver cancer (hepatocellular carcinoma).
0 YERVOY may be used in combination with nivolumab if you have previously received treatment with sorafenib.

e in adults with a type of lung cancer called non-small cell lung cancer (NSCLC).

0 YERVOY may be used in combination with nivolumab as your first treatment for NSCLC:
= when your lung cancer has spread to other parts of your body (metastatic), and
= your tumors are positive for PD-L1, but do not have an abnormal EGFR or ALK gene.
0 YERVOY may be used in combination with nivolumab and 2 cycles of chemotherapy that contains platinum and
another chemotherapy medicine, as the first treatment of your NSCLC when your lung cancer:
= has spread or grown, or comes back, and
= your tumor does not have an abnormal EGFR or ALK gene.

It is not known if YERVOY is safe and effective in children younger than 12 years of age.

Before you receive YERVOY, tell your healthcare provider about all your medical conditions, including if you:

e have immune system problems (autoimmune disease), such as ulcerative colitis, Crohn’s disease, lupus, or
sarcoidosis

e have had an organ transplant

have liver problems

are pregnant or plan to become pregnant. YERVOY can harm your unborn baby.

o Females who are able to become pregnant should use effective birth control during treatment with YERVOY and
for 3 months after the last dose of YERVOY.

o If you become pregnant or think you are pregnant, tell your healthcare provider right away. You or your
healthcare provider should contact Bristol-Myers Squibb at 1-800-721-5072 as soon as you become aware of
the pregnancy.

o0 Pregnancy Safety Surveillance Study: Females who become pregnant during treatment with YERVOY are
encouraged to enroll in a Pregnancy Safety Surveillance Study. The purpose of this study is to collect
information about the health of you and your baby. You or your healthcare provider can enroll you in the
Pregnancy Safety Surveillance Study by calling 1-844-593-7869.

e are breastfeeding or plan to breastfeed. It is not known if YERVOY passes into your breast milk.

o0 Do not breastfeed during treatment with YERVOY and for 3 months after the last dose of YERVOY.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive YERVOY?

e YERVOY alone is given to you into your vein through an intravenous (V) line over 90 minutes.

e When YERVOY is used in combination with nivolumab, nivolumab is given to you into your vein through an IV line
over 30 minutes. Then YERVOY is also given through an IV over 30 minutes on the same day.
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YERVOY in combination with nivolumab is usually given every 3 weeks for 4 doses. After that, nivolumab alone is
usually given every 2 or 4 weeks. For NSCLC that has spread to other parts of your body, YERVOY is given every 6
weeks and nivolumab is given either every 2 or 3 weeks for up to 2 years. Your healthcare provider will determine if
you will also need to receive chemotherapy every 3 weeks for 2 cycles.

Your healthcare provider will decide how many treatments you will need.

Your healthcare provider will do blood tests before starting and during treatment with YERVOY.

It is important for you to keep all appointments with your healthcare provider. Call your healthcare provider if you miss
an appointment. There may be special instructions for you.

What are the possible side effects of YERVOY?
YERVOQY can cause serious side effects, including:

See “What is the most important information | should know about YERVOY?”
Severe infusion reactions. Tell your doctor or nurse right away if you get these symptoms during an
infusion of YERVOY:

o chills or shaking o dizziness
0 itching or rash o fever
o flushing o feeling like passing out

o difficulty breathing

Graft-versus-host disease, a complication that can happen after receiving a bone marrow (stem cell)
transplant that uses donor stem cells (allogeneic), may be severe, and can lead to death, if you receive
YERVOY either before or after transplant. Your healthcare provider will monitor you for the following signs
and symptoms: skin rash, liver inflammation, stomach-area (abdominal) pain, and diarrhea.

The most common side effects of YERVOY when used alone include:

feeling tired e headache
diarrhea e weight loss
nausea o fever
itching e decreased appetite
rash o difficulty falling or staying asleep
vomiting
The most common side effects of YERVOY when used in combination with nivolumab include:
feeling tired e nausea
rash e stomach-area (abdominal) pain
itching e headache
diarrhea e vomiting
pain in muscles, bones, and joints e shortness of breath
cough e dizziness
fever ¢ low thyroid hormone levels (hypothyroidism)
decreased appetite e decreased weight

The most common side effects of YERVOY when used in combination with nivolumab and chemotherapy include:

feeling tired e rash

pain in muscles, bones, and joints e decreased appetite
nausea e constipation
diarrhea e itching

These are not all of the possible side effects of YERVOY.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of YERVOY.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
healthcare provider or pharmacist for information about YERVOY that is written for healthcare professionals.
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What are the ingredients of YERVOY?

Active ingredient: ipilimumab

Inactive ingredients: diethylene triamine pentaacetic acid (DTPA), mannitol, polysorbate 80, sodium chloride, tris
hydrochloride, and Water for Injection

Manufactured by: Bristol-Myers Squibb Company, Princeton, NJ 08543 USA
For more information, call 1-800-321-1335

U.S. License No. 1713

[print code]

YERVOY® and OPDIVO® are trademarks of Bristol-Myers Squibb Company.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: May 2020
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